Major histocompatibility complex molecules act as non-specific receptors for antigenic proteins and present them to T-celis. 
The major histocompatibility complex is a gene sequence encoding two classes of immunoregulatory cell surface glycoprotein antigens. Class I molecules are found on all nucleated cells whereas class II antigens are found on a limited number of cells including B-lymphocytes, macrophages, Langerhans cells, dendritic cells, vascular endothelial cells, and epithelial cells including differentiated absorptive cells (enterocytes). '6 In man class II molecules consist of a and 1B glycoprotein chains encoded by the HLA-D region of chromosome 6.7 At least three subregions (HLA-DR, DP, and DQ) are now defined. Antigen specific helper T-cells are activated by presented antigen together with class II molecules. 89 Normal ileal enterocytes express HLA-DR antigens within the brush border of the villous epithelium but there is no expression in crypt epithelial cells.' The epithelial class II expression is increased in jejunal epithelium of patients with untreated coeliac disease,'""2 in ileum affected with Crohn's disease,'3 and in colonic epithelium in idiopathic inflammatory bowel disease. [1] [2] [3] [4] [5] [6] [7] [8] [9] [10] [11] [12] [13] [14] [15] [16] In previous studies we have shown the existence of mostly asymptomatic acute or chronic gut inflammation in 62% of patients with seronegative spondylarthropathy (reactive arthritis and peripheral arthritis in ankylosing spondylitis).'7I 8 (Fig  2a) . The HLA-DR antigens were present in the villus brush border and in the entire cytoplasm of the enterocytes. In the crypt epithelial cells the HLA-DR antigens were present in the cytoplasm.
CHRONIC INTESTINAL INFLAMMATION AND SERONEGATIVE SPONDYLARTHROPATHY
There was strong HLA-DR antigen expression in the villus epithelium of 14/18 biopsies (p<0 02) (Fig 2b) . The (Table II) . In 32 biopsies there was acute or active inflammation whereas 20 biopsies featured chronic quiescent disease. The villous DR expression in chronic inflamed mucosa was weaker than in active inflammation (p<002).
Crypt epithelial HLA-DR expression was stronger in acute and active ileal inflammation than in quiescent inflammation (p<002).
Discussion
In this study we have shown an increased HLA-DR antigen expression in ileal villus and crypt epithelial cells of patients with seronegative spondylarthropathy and asymptomatic intestinal inflammation. DR expression was more intense in crypts of actively inflamed mucosa, regardless of the histological type of inflammation. This was a consistent finding in differentiating noninflamed or chronically inflamed mucosa from actively inflamed gut mucosa indicating a correlation between class II molecule expression and degree of inflammation. These results are in agreement with findings of others in normal and diseased small intestinal mucosa.' 2 113 22 Like others we found HLA-DR expression in the cytoplasm of the epithelium overlying lymphoid tissue.2324 In inflamed mucosa the DR expression is diffuse in the cytoplasm of villus and crypt cells giving evidence of endosomal DR handling and release at the basolateral cell membrane as suggested by Bland.4 These observations confirm those reported in human and rat small intestine.25 28 Class II antigens, which are normally not expressed in crypt epithelial cells, can be induced in inflamed mucosa by gammainterferon.4 This is true in certain autoimmune diseases, in idiopathic inflammatory bowel disease and in coeliac disease.3'229 In untreated coeliac disease the pattern of HLA-DR expression is related to the degree ofdisease activity and an increase of CD8+ intra-epithelial lymphocytes. 1112 This implies that once HLA-DR expression is induced, antigen can be presented to T lymphocytes which leads then to activation of B and T lymphocytes.27 30 As the intensity of immune responses is related to the density of class II antigens,3" it might be expected that in our patients there would be an increase of intraepithelial T cells. Although the number of lamina propria lymphocytes was augmented, however, there was no increase of intraepithelial lymphocytes (submitted data).
The DR expression in ileal epithelial cells of patients with seronegative spondylarthropathy is not indicative of the aetiology of the disease because it also occurs in different inflammatory conditions in the intestine3 '2 '3 and in other organs.32 35 The major known function of class II molecules is to present antigen to autologous T cells. Increased HLA-DR expression indicates augmented antigen handling with intracellular processing, transfer to the basolateral cell membrane, antigen presentation and recognition by the T cell receptor.27-30 3637 The class II molecule antigen complex creates a structural determinant recognised by T-helper cells, the predominant lymphocyte subset in the lamina propria (submitted data). T cells circulate rapidly through the basement membrane and then return to the lamina propria, both in inflamed and noninflamed mucosa.38 In patients with seronegative spondylarthropathy the pathogenesis of gut 
